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[57] ABSTRACT

A mass spectrometer with phonon sensitive cryogenic par-
ticle detector determines the masses of macromolecules,
proteins, large peptides, iong DNA-fragments and polymers.
The kinetic energy of the electrostatically accelerated
charged macromolecule is absorbed in the cryogenic particle
detector thereby exciting phonons which are detected by
phonon sensors. The macromolecules are detected in the
single particle counting mode with a sensitivity independent
of their respective masses. The mass spectrometer contains
a single-channel cryogenic particle detector providing high
sensitivity. The mass spectrometer contains a spatially
resolving multi-channel cryogenic detector array providing
both high sensitivity and high throughput. The mass spec-
trometer consists of a vacuum vessel in which is a magnet,
a mass separator, a feed through and a phonon sensitive
cryogenic detector array. The cryogenic detector array con-
sists of an absorber and a specified number of phonon
sensors. The mass separator is placed in the magnetic field
of the magnet and the feed through, on electrical potential
Ul, but clectrically insulated from the magnet. The cryo-
genic detector array is on electrical ground potential U2. The
macromolecules are accelerated by the voltage difference
U1-U2 and reach the cryogenic detector array with a kinetic
energy proportional to U1-U2. The cryogenic detector array
is cooled to its operating temperature T2 by being thermally
mounted to a cold finger of the cryostat with bath tempera-
ture T2. The mass of the macromolecule is determined by
the spatial and time information provided by the cryogenic
detector array.
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MASS SPECTROMETER FOR
MACROMOLECULES WITH CRYOGENIC
PARTICLE DETECTORS

BACKGROUND OF THE INVENTION

This invention relates to a mass spectrometer for macro-
molecules.

In prior art mass spectrometry, various techniques have
successfully been established to volatilize and ionize bio-
logical macromolecules: Fast Atom Bombardment (FAB)
1], Electro Spray Ionization (ESI) [2, 3] and Matrix
Assisted Laser Desorption/Ionization (MALDI) {4, 5, 6, 71.
In the MALDI method, the macromolecules are embeded
with low concentration in a matrix of material with high
photon absorption. When illuminated with high intensity
laser light, the matrix heats up rapidly and evaporates into a
plasma. During evaporation momentum is transferred to the
macromoleculs which are subsequently ionized in the
plasma. Because the matrix plasma cools rapidly, most
macromolecules remain intact. In prior art mass spectrom-
eters the masses of those ionized macromolecules are deter-
mined with the time-of-flight (TOF) method [3, 7, 8], with
the Fourier Transform Ion Cyclotron Resonance (FI-ICR)
method [2, S, 6] or with the single or multi quadrupol mass
filter method {9, 10].

The disadvantage of prior art ionizing particle detectors
used in mass spectrometers for macromolecules is the strong
decrease of ionization efficiency for massive macromol-
ecules owing to their decreasing particle velocities {11, 12].
In state of the art detectors for mass spectrometry, the
accelerated macromolecule emits an electron on impact with
the detector which is subsequently multiplied by electron
multiplier techniques. The efficiency to emit said first elec-
tron depends on the velocity of the impacting particle [11]}
which for a massive macromolecule is small. This lack of
detector efficiency can be compensated for in prior art mass
spectrometers by increasing the flux of macromolecules,
however by the expense of decreasing the overall system
sensitivity. Generally, in prior art mass spectrometers the
detection of macromolecules with masses larger than typi-
cally 50000 amu is inefficient. With the FI-ICR technique
much larger masses can be detected, however, at the expense
of large integration times of the order of one second,
excluding applications where high throughput is required.

Mass spectrometry is used in biology for protein sequenc-
ing [9, 13] and protein identification [10] by measuring the
mass distribution of protein-fragments. It is also considered
to be a promising technique to increase the speed and to
reduce the cost in DNA-sequencing {2, 3, 5, 6, 7, 8, 14]. The
standard DNA-sequencing procedure is to separate an ali-
quot of DNA-fragments, prepared according to the Maxam-
Gilbert and Sanger strategy, using the pulsed gel-
electrophoresis technique [15, 16]. In this technique, the
DNA-fragments are separated by their lengths according to
their migration properties in a gel to which an electrical field
is applied. The spatially separated bands of DNA-fragments
are conventionally recorded by auto-radiography and fluo-
rescent techniques.

The disadvantage of said gel-electrophoresis technique is
the slow sequencing rate and the poor mass resolution for
very large DNA-fragments. The disadvantage of prior art
mass spectrometers for high rate DN A-sequencing is the low
sensitivity of ionizing detectors for DNA-fragments consist-
ing of more than 100 bases, making inaccessible the increase
in DNA-sequencing rate which is possible with mass spec-
trometry.
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2 .
SUMMARY OF THE INVENTION

Accordingly, it is an object of this invention to provide a
novel mass spectrometer for massive macromolecules.

It is a still further object of the invention to provide novel
apparatus for measuring the masses of macromolecules with
a detection efficiency independent of mass, i.e. allowing also
the measurement of macromolecules with very high mass.

It is a still further object of the invention to provide novel

apparatus for measuring the masses of macromolecules in
the single particle counting mode.

It is a still further object of the invention to provide novel
apparatus for measuring the masses of macromolecules with

a detector system having both high temporal and high spatial
resolution.

It is a still further object of the invention to provide novel

apparatus for high throughput and high sensitivity base
sequencing of short and long DNA-fragments.

It is a still further object of the invention to provide novel
apparatus for high throughput and high sensitivity amino
acid sequencing of small and large proteins.

It is a still further object of the invention to provide novel
apparatus for high throughput and high sensitivity identifi-
cation of small and large proteins.

It is a still further object of the invention to provide novel

apparatus for high throughput and high sensitivity identifi-
cation of small and large polymers.

Those objects are achieved by using phonon sensitive
cryogenic particle detectors. In cryogenic particle detectors,
the absorbed Kinetic energy of the impacting accelerated
macromolecules is converted into phonons (i.e. vibrations of
the solid state lattice of the detector) which are converted
into an electronic signal by phonon sensors. Said phonon
sensors are sensitive only at cryogenic temperatures (i.c.
temperatures less than a tew Kelvin) where the background
of thermal phonons is negligable.

In accordance with the above and further objectives of the
invention, one embodiment of apparatus is a time-of-flight
mass spectrometer where the macromolecules are separated
by their mass dependent velocities which is proportional to
vm, where m denotes the mass of the macromolecule. For
the same emission time, heavier macromolecules arrive later
at the position of the detector than corresponding lighter
macromolecules. Said cryogenic particle detectors deter-
mine the arrival time of a macromolecule in the single
particle counting mode with a sensitivity independent of
mass, as it is the absorbed kinetic energy of the macromol-
ecule which determines the efficiency of said detector, and

not the velocity. The kinetic energy is for all said accelerated
macromolecules the same.

In another embodiment, single or multiple quadrupole
mass spectrometers separate and analyse the masses of
macromolecules by quadrupole mass filters where cryogenic
particle detectors measure the emerging macromolecules.
Very low quantities of macromolecules are required in this
embodiment because of the single particle counting mode of
said cryogenic particle detector.

In another embodiment, macromolecules are spatially
separated by a stationary magnetic field according to their
mass-to-charge ratio, subsequentialy accelerated and then
detected by spatial resolving cryogenic particie detectors.

In another embodiment, macromolecules are desorbed in
a pulsed time sequence, spatially separated by a stationary
magnetic field according to their mass-to-charge ratio, sub-
sequentialy accelerated and then detected by spatial and
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temporal resolving cryogenic particle detectors. From the
spatial and temporal information of the macromolecule
event, and the known emission structure, the emission tithe
of the macromolecule can be reconstructed and the mass
determined from the time-of-flight. This leads to a parallel
operating time-of-flight mass spectrometer with high sensi-
tivity and throughput.

In accordance with the above and further objectives of the
invention, one embodiment of said cryogenic particle detec-
tor is using crystal substrates as absorbers and supercon-

ducting tunneling junctions operated in the Giaever-mode as
said phonon sensors.

In another embodiment of said cryogenic particle
detector, the Giaever-type superconducting tunneling junc-
tions are used both as absorbers and phonon sensors.

In another embodiment of said cryogenic particle
detector, the phonon sensitivity of said Giaever-type super-
conducting tunneling junctions is enhanced by depositing
sald superconducting tunneling junctions on top of large
area superconducting films which have a superconducting
energy gap larger than the corresponding films of said
superconducting tunneling junctions in order to use the
quasiparticle trapping effect.

In another embodiment of said cryogenic particle
detector, the crystal absorber is covered with superconduct-
Ing transition edge phonon sensors.

In another embodiment of said cryogenic particle
detector, microcalorimeters are used with consist of crystal
absorber of low heat capacitance and high sensitivity ther-
mistors as phonon sensors.

In another embodiment of said cryogenic particle
detector, microcalorimeters are used with consist of crystal
absorber of low heat capacitance and high sensitivity kinetic
conductance thermometers as phonon sensors.

In another embodiment of said cryogenic particle
detector, microcalorimeters are used where the crystal

absorber and the thermal phonon sensor are identical.

In another embodiment of said cryogenic particle
detector, the crystal absorber is covered with superconduct-
ing granules in the superheated phase which act as phonon
SENSors.

In another embodiment of said cryogenic particle
detector, superconducting granules in the superheated phase
are used both as absorbers and phonon sensors.

From the above summary, it can be understood that mass
spectrometer of this invention has several advantages: (1) it
allows the mass determination of a macromolecule with a
sensitivity independent of the mass of the macromolecule,
i.e. also for very massive macromolecules; (2) it allows the
mass determination of a macromolecule in the single particle
counting mode, i.e. enabling very high sensitivity; (3) the
thin film technology for producing said phonon sensors
allows for cryogenic detector array with high spatial
resolution, i.e. high throughput is possible by spatiaily
splitting the macromolecule beam and performing parallel
measurements in time; (4) the sensitivity and throughput of
DNA-sequencing can be improved by several orders of
magnitude; (5) the sensitivity and throughput of protein-
sequencing can be improved by several orders of magnitude;
(6) the sensitivity and throughput of protein-identification
can be improved by several orders of magnitude; (7) the
sensitivity and throughput of polymer- identification can be
improved by several orders of magnitude.

SUMMARY OF THE DRAWINGS

The above noted and other features of the invention will
be understood from the following detailed description when

considered with reference to the accompanying drawings in
which: |

10

15

20

25

30

35

45

50

55

65

4

FIGS. 1 and 1A are a schematic of an embodiment of a
phonon sensitive cryogenic detector;

FIG. 2 shows a schematic of the electronic circuitry of the
embodiment shown in FIGS. 1 and 1A;

FIG. 3 is a schematic of an embodiment of the invention
using a single channel cryogenic detector as detector in a
MALDI-TOF mass spectrometer;

FIG. 4 is a schematic showing an embodiment of the
mechanical shutter for the MALDI-TOF shown in FIG. 3;

FIG. § illustrates the timing of the laser trigger and the
shutter shown in FIG. 4;

FIG. 6 illustrates the timing of events for three macro-
molecule masses for the embodiment shown in FIG. 3 and
FIG. 4;

FIG. 7 is a schematic of an embodiment of a spatial
resolving cryogenic detector array where the macromol-
ecules are absorbed directly in the phonon sensor;

FIG. 8 is a schematic of an alternative embodiment of a
spatial resolving cryogenic detector array where the macro-
molecules are absorbed in the substrate and are sensed
indirectly in the phonon sensor;

FIG. 9 is a schematic of an alternative embodiment of
FIG. 8 where the phonon sensors are superconducting tun-
neling junctions with quasiparticle trapping films;

FIG. 10 shows the calculated trajectories of macromol-
ecules of selected masses in an alternative embodiment
using cryogenic detector arrays;

FIG. 11 is a schematic of an embodiment of a mass
spectrometer with macromolecule trajectories as shown in
FIG. 10, where mass separation of the macromolecules
occurs spatially in a magnetic field and the macromolecules
are detected by a cryogenic detector array;

FIG. 12 shows the results of a calculation illustrating the
dependence of the spatial mass resolving power versus
post-acceleration voltage in the embodiment of FIG. 11;

FIG. 13 shows the results of a calculation illustrating the

dependence of the spatial mass separation versus molecular
weight in the embodiment of FIG. 11;

FIG. 14 shows the results of a calculation illustrating the

dependence of the mass separation resolution versus
molecular weight in the embodiment of FIG. 11;

FIG. 15 shows the results of a calculation illustrating the
dependence of the required magnetic field versus the
required pre-acceleration voltage for detecting macromol-
ccules in the embodiment of FIG. 11 in the mass range
according to FIG. 10;

FIG. 16 shows the results of a calculation illustrating the
dependence of the post-acceleration versus the required
pre-acceleration voltage for detecting macromolecules in the
embodiment of FIG. 11 in the mass range according to FIG.
10;

FIG. 17 shows the results of a Monte-Carlo calculation
illustrating the position resolution of an embodiment of FIG.
7, F1G. 8 or FIG. 9 used in the embodiment of FIG. 11;

FIG. 18 shows the results of a Monte-Carlo calculation

illustrating the reconstructed mass resolution as derived
from FIG. 17;

FIG. 19 illustrates the pulsed emission mode of the
embodiment shown in FIG. 11;

FIG. 20 shows the results of a Monte-Carlo calculation
illustrating the arrival time resolution of an embodiment of
FIG. 7. FIG. 8 or FIG. 9 used in the emobodiment of FIG.
11;

FI1G. 21 shows the results of a Monte-Carlo calculation

illustrating the reconstructed mass resolution as derived
from FIG. 20;
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FIG. 22 shows the results of a calculation 1llustrating the
dependence of the mass reconstruction efficiency versus the
duty cycle in the pulsed emission operating mode as shown
in FIG. 19 in the embodiment as shown in FIG. 11;:

FIG. 23 shows the results of a calculation illustrating the
dependence of the mass resolution as derived from the
spatial resolution of the cryogenic detector array verses the
spatial resolution of the cryogenic detector array in the
embodiment as shown in FIG. 11;

FIG. 24 shows the result of a calculation illustrating the
dependence of the mass resolution as derived from the
time-of-flight when using the the pulsed emission operating
mode as shown in FIG. 19 versus the emission pulse length
in the embodiment as shown in FIG. 11;

FIG. 25 is a schematic of an embodiment of a probe
sample used for DNA-sequencing in the embodiment as
shown in FIG. 11;

DETAH ED DESCRIPTION

The schematic cryogenic particle detector shown in FIGS.
1 and 1A consist of an absorber, indicated by the reference
numeral 1, onto which a phonon sensor 2 is deposited. In the
embodiment shown in FIGS. 1 and 1A, this phonon sensor
is a superconducting tunneling junction consisting of a top
film 3 of a few 100 nm separated by a thin oxide barrier 4
of a few nm and a bottom film § of a few 100 nm.
Superconducting tunneling junctions are well established as
o-particle and x-ray detectors [17, 18, 19] and the physics is
well understood [20]. Other embodiments of cryogenic
phonon sensors are (see reference [19]): superconducting
transition edge thermometers close to T, semiconducting
thermistors, superconducting kinetic inductance thermom-
eters and superheated superconducting granules and dots.
Basically the only requirement for the phonon sensor is to be
sensitive to energy depositions of a few 10 keV and to have
rise times not larger than 100 nsec. Cryogenic particle
detectors operate at temperatures below a few Kelvin, where
the background of thermally excited phonons is negligable.
The operating principle of a phonon sensitive cryogenic
particle detector for the mass spectrometry of macromol-
ecules 1s the following (see FIGS. 1 and 1A): a macromol-
ecule 6 which has been accelerated to a kinetic energy of
typically a few 10 keV by the electric field in the mass
spectrometer produces phonons 7 which propagate through
the absorber 1 and are eventually converted in the phonon
sensor 2 into an electric signal. The sensitivity of phonon
sensitive cryogenic particle detectors to the absorption of
ionizing particles with an energy of a few keV has been
demonstrated by {21] and by other authors (see references in
[19]). The novelty of this invention is the implementation of
cryogenic particle detectors in a mass spectrometer for
massive macromolecules. Cryogenic particle detectors, as
shown in the emobodiment of FIGS. 1 and 1A, have the
unique property that they do not only detect ionizing
particles, but that they are equally or more sensitive to the
nontonizing direct transfer of kinetic energy to the lattice of
the absorber. In said embodiment shown in FIGS. 1 and 1A,
the phonon collection efficiency is enhanced by etching
down the substrate, e.g. single crystal silicon, to a thickness
of a few 10 pm in order to localize the non-thermal phonon
density in the vicinity of the phonon sensor.

In FIG. 2 the electronic read circuitry is shown in the case
of the embodiment of a superconducting tunneling junction
as a phonon sensor: The phonons 7 produced by the abosorp-
tion of a macromolecule 6 propagate through the absorber 1
of which some enter the superconducting films 3 and 5.
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There, the phonons which energy larger than the Cooper pair
binding energy 2A break Cooper pairs (the coherent elec-
tronic bound states in a superconductor) and produce excess
quaisparticles (the electronic single excitation states in a
superconductor). The two superconducting films 3 and 5 are
at different energy potentials owing to the biasing current i
which is provided by the current source 8. A net current of
excess quasiparticles then tunnels across the insulating bar-
rier 4 (the tunneling of Cooper pairs, the DC Josephson
current, is prohibited by a magnetic field applied paraliel to
the insulating barrier). As the phonons 7 and the correspond-
ing excited excess quasiparticles decay on the time scale of
a few psec, the excess quasiparticle curret oi is of transient
nature and will flow through the capacitor 9. With a charge
sensitive preamplifier consisting of a suitable operation
amplifier 10, a feed back capacitor 11 and a feed back
resistor 12 the excess quasiparticle current oi is integrated
and the integrated charge will be proportional to the number
of phonons 7 absorbed in the phonon sensor 2. Macromol-
ecules can of course also be absorbed in the phonon sensor
itself and produce directly a signal, which is an alternative
embodiment of said cryogenic particle detector.

FIG. 3 shows a an embodiment of a mass spectrometer for
macromolecules with cryogenic particle detectors using a
setup generally referred to as a MALDI-TOF (matrix
assisted laser desorption/ionization time of flight). A vacuum
vessel 13 is evacuated by a turbo pump system 14 to a
vacuum of about 10~ mbar which is monitored by a vacuum

measurement system 15. A cryostat 16 with the cryogenic
particle detector 17 attached to the cold finger is connected

to the vacuum vessel 13 via a valve 18. The beam of
macromolecules 19 produced in the vacuum vessel 13 enters
the cold area of the cryostat 16 by a series of smali holes 20
in the cold shields of the cryostat. The beam of macromol-
ecules 19 is produced by mounting the macromolecule
sample 21 on a high voltage feed through 22 which is
connected to a high voltage power supply 23 and by illu-
minating the sample with a laser beam 29 from a laser source
24. The laser can be an UV-laser or an infrared laser. The
laser beam 29 emerging from the laser source 24 is split in
a beam splitter 235: one part of the beam is used to measure
the laser power in a power meter 26 and the other part enters
the vacuum vessel 13 via the window 27. In the vacuum
vessel, the laser beam 29 is directed to the sample 21 via a
mirror 28. The probe consists of a light-sensitive matrix
solution (e.g. sinapinic acid or o-cyano-4-hydroxycinnamic
acid [12]) into which the macromolecules have been diluted
in ratios exceeding 10*:1. The laser power, typically a few
m] in a few nsec, is abosorbed by the matrix, which explodes
and turns into an electric plasma. The expanding matrix
transfers momentum to the macromolecules which are thus
volatilized and subsequently charged by the plasma charac-
ter of the expanding matrix. Owing to the electric field in the
vacuum vessel produced by the high voltage on 22, the
macromolecules with the same charge as the high voltage
potential will be accelerated towards the transfer tube 32
into the cryostat 16, through the holes of the cooling shields
20 and finally onto the cryogenic detector 17. The time
difference of the laser trigger and the time of arrival signal
of the cryogenic particle detector is a measure for the mass
of the macromolecule. As the cryogenic particle detector is
a very sensitive device, no light and no low mass debris from
the matrix should hit the detector, which most probably
would lead to a saturation of the detector and/or heating up
of the cryostat. In order to prevent this a mechanical shutter
30 1s operated in front of the transfer tube 32. In one
embodiment of the shutter, a motor 31 turns a disk with a slit
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where a light emitting diode and light detection system 33
measures the position of the slit and an electronic control

system 35 gives an appropriate trigger signal 36 to the laser
24

In FIG. 4, a particular embodiment of this mechanical
shutter is shown: a motor 38 turns a disk 37 with a slit of
opening o (typically 5° to 10°) at a frequency f (typically
between 50 and 100 Hz). The position of the rotating shaft
is monitored by an incremental decoder 39. Accelerated
macromolecules 41 from the source 21 will enter the tube 40
connecting the vacuum vessel to the cryostat only when the
slit of 37 is at the position of the tube. By suitable choice of
the timing of the laser trigger, the beam 41 of macromol-
ecule hitting the cryogenic particle detector 17 will consist
only of macromolecules with masses larger than a certain
cutoff value. As is shown in FIG. 5, the electronic control
system of the mechanical shutter will be such that a trigger
signal t,, .. will be transmitted to the laser a specified time
interval At,, .. prior to the opening of the shutter 37 at the
position of the transfer tube 40. The detector is then exposed
to a specified mass range of macromolecules depending on
the angle o of the opening of the slit and the rotating speed
f of the shutter. In FIG. 6, the arrival times of macromol-
ecules with different masses is shown at the position of the
rotating mechanical shutter and at the position of the detec-
tor for the embodiment shown in FIG. 3. Because the kinetic
energy is proportional to mv*, where m is the mass and v the
velocity of the macromolecule, the time-of-flight is propor-
tional to Vm. The shaded area at times prior to 10 psec in this
example corresponds to the mass range of macromolecules
which does not reach the detector.

In order to improve the throughout, another embodiment
of the invention uses cryogenic detector arrays which
resolve both the time of impact and the position of impact of
the accelerated macromolecule on said cryogenic detector
array. As many embodiments of cryogenic detectors use thin
film deposition and lithography techniques, small scale
structuring on the pm level will provide a high spatial
resolution of the position of impact. In this preferred
embodiment of the invention, macromolecules are separated
spatially in a magnetic field by their mass/charge ratio and
the mass is determired by the position of impact of the
macromolecule on the cryogenic detector array. When, in
another version of this embodiment, a pulsed emission
technique is used, the mass spectrometer is a highly paraliel
time-of-flight mass spectrometer, allowing the simultaneous
determination of a large range of masses in the short
succession of a few psec. This embodiment of the mass
spectrometer will be discussed in detail below. First soime

embodiments of the cryogenic detector arrays will be pre-
sented.

The cryogenic detector array used in this invention con-
sists of a number N of phonon sensors D1 . . . DN with
current leads 45 on a substrate 42 as shown in FIG. 7, FIG.
8 and FIG. 9. In the embodiment of a cryogenic detector
array shown in FIG. 7, the accelerated macromolectle 46 is
absorbed directly in the phonon sensor 43 where phonons 47
are produced and are turned into an electronic signal
directly. The advantage of this embodiment is the high
efficiency of phonon-to-charge conversion and the fast tim-
ing signal owing to this direct process. However, phonon
sensors with large area surface areas are required, which
may be technologically difficult to fabricate (at least in the
case of superconducting tunneling junctions). An alternative
in said embodiment of FIG. 7 would be a large number of
phonon sensors with small areas which, however, would
lead to a very large number of electronic channels 45.
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Therefore, a preferable embodiment of a cryogenic detector
array is shown in FIG. 8: the accelerated macromolecule 46
is absorbed in the absorber and the produced phonons 47
propagate through the absorber and are converted into an
electronic signal by the phonon sensors 43. When pure
single crystals are used as substrates, e.g. single crystal
siticon, the phonons can propagate ballistically large dis-
tances and will be sensed than more than one phonon sensor.
In said embodiment where superconducting tunneling junc-
tions are used as phonon sensors, the electronic signal is
proportional to the number of phonons absorbed and the
pulse height is proportional to the superconducting tunnel-
ing juction’s distance to the point of interaction. Hence, a
precise determination of this point of macromolecule
absorption can be determined by calculating the centroid of
the different pulse heights corresponding to the various
junctions responding to the phonon pulse. An alternative
embodiment of FIG. 8 is shown in FIG. 9 where an addi-
tional superconducting film 44 is deposited under the super-
conducting tunneling junction. The material of this super-
conducting film is chosen such that its superconducting
energy gap A is larger than the corresponding gap of the
junction, in order for the quasiparticle trapping effect to
occur [22]. The quasiparticles produced by the phonons 47
in 44 will propagate via quasiparticle diffusion in 44 and
ultimately be trapped in the lower film of the superconduct-
ing tunneling junction (see 5 of FIG. 1). There they will
tunnel through the oxid barrier and produce the detector
signal as described above. The embodiment of FIG. 9
improves the phonon collection efficiency of FIG. 8. Cal-
culations presented below show that the requirements on
spatial and temporal resolution of the CDA are technologi-
cally reasonable: in the specific model of the embodiment of
the invention presented in the following paragraph, a spatial
resolution of 0x=0.1 mm and a temporal resolution of
ot=100 nsec turns out to be sufficient for achieving a mass
resolution of 100 amu for a mass of 600000 amu. In those
calculation, the cryogenic detector array is 10 ¢m in length
and consists of 100 phonon sensors. Other embodiments of

phonon sensors have been mentioned above in the discus-
sion of FIG. 1.

With the cryogenic detector arrays presented above, the
preferred embodiment of this invention is a mass spectome-
ter with calculated macromolecule trajectories as shown in
FIG. 10: macromolecules are volatilized, ionized and pre-
accelerated in 31, then separated by their mass/charge ratios
in a magnetic field S0, subsequently accelerated electrostati-
cally by the potential difference U1-U2 and detected by the
cryogenic detector array 53. There, both the position of
impact and the time of impact of the macromolecules are
determined by 1n the single particle counting mode. Again,
it should be mentioned that one of the major improvements
of this invention is the sensitivity of the cryogenic detector
also for high macromolecule masses. In the following, a
specific design of the preferred embodiment is presented,
and the results of calculations of the corresponding design
are discussed. According to those calculations masses of up
to 10° amu could be measured with a resolution of 100 amu.
In addition, the mass spectrometer can be operated in a
quasi-continuos mode with a duty cycle of 10%. Because of
the single counting detection mode of the cryogenic
detectors, only a small amount of macromolecules would be
required, typically considerably less than a femtomol.

The preferred embodiment of the high throughput mass

spectrometer with a cryogenic detector array is shown
schematically in FIG. 11. The two basic components are: a

magnet consisting of two superconduting rectangular Helm-
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holtz coils 48, creating a homogeneous magnetic field B
paraliel to the z-axis, and a cryogenic detector array 53

inside a superconducting magnetic shield 52. All compo-
nents are in the same vacuum system and are cooled by a

combined cryogenic system 60. T1 is the operating tem-

perature of the superconducting magnet, T2 the operating
temperature of the cryogenic detectors which are cooled by
an additional cryostat S8, and T3 the operating temperature
of the preamplifiers.

The sample to be analyzed is placed in the pre-
acceleration chamber S1 where the macromolecules are
volatilized and ionized by an external mechanism 67 with
teed through 66, ¢.g. laser beam in the case of MALDI or a
capillary in the case of ESI. The ionized macromolecules are
pre-accelerated to a kinetic energy of typically a few 100 eV
and enter the mass separator 50 which is placed inside of the
magnet with a magnetic field of the order of a few Tesla,
depending on the selected mass range. Both, pre-
acceleration chamber S1 and mass separator are on an
electrostatic potential of Ul maintained by a high voltage
supply 63 via current lead 64, however, electrically insulated
from the magnet. The superconducting magnet consists of
two superconducting rectangular Helmholtz coils 48 sepa-
rated by a spacer 49 of superconducting material for the
magnetic field at the position of the mass separator 50 to be
as parallel to the z-axis as possible. The magnet is cooled by
the cryostat 60 via the thermal contact 61 to its operating

temperature T1. Reference number 73 designates the supply
of cryogenic liquids and 72 the transfer line 72. The current
of the superconducting magnet is supplied by a current
source 63 through the leads 62.

In the prependicular magnetic field B of the magnet, the
charged macromolecules move on circular paths with a
radius of curvature inversely proportional to their masse/
charge ratio (see FIG. 10). After describing exactly a half
circle, the mass separated macromolecules enter a post-
acceleration stage and finally reach the cryogenic detector
array 53. The kinetic energy of the macromolecules at the
position of the cryogenic detector array is €.(U2-U1). where
e is the unit charge, Ul is the electric potential of the mass
separtor and U2 the electric potential of the cryogenic
detector array which will usually be at ground potential. In
order to protect the cryogenic detector array from the strong
magnetic stray fields, it 1s placed in magnetic shielding 52,
preferably also of a superconducting material. The cryo-
genic detector array 33 is connected thermally to the cold
finger 34 which is cooled by the cryostat 58 to the operating
temperature T2 of the cryogenic detector array 53. The
cryostat 38 1s connected to the major cryostat 60 for pre-
cooling and liquification of He in the case of an embodi-
ment of 58 as a “He-cryostat. The cryostat is controlled by
a temperature controll system and pumps 69 via the con-
nection 68. The cryogenic detector array is biased and read
out electronically by an electronic pre-amplifier system 56
which can be cooled to its operating temperature T3 via the
thermal link 57 to the cryostat 60. The output of the

pre-amplifiers is connected to the data acquisition system 71
via connection 70.

In the tollowing, the response of this high-throughput
embodiment of the invention to various design and operating
parameters is llustrated by presenting the results of various
calculations. Basically, a 2-dimensional computer code has
been used [23] which allows the calculation of electric and
magnetic fields and the determination of trajectories of
macromolecules in those fields. The trajectory calculations
yielded both spatial and temporal information of the mac-
romolecule at any given time step. Unless noted otherwise,
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the parameters of this particular embodiment in the calcu-
lation were: geometry as shown in FIG. 10, where the most
relevant dimension is the inner dimension of the mass
separator 50 (64 crmx32 cm). With those dimensions, and the
configuration as shown in FIG, 10, the macromolecule
masses between M=40000 amu and M=800000 amu are
detected by the cryogenic detector array for a magnetic field
B=6.5 Tesla, a pre-accelaration voltage U,,,.=200 V and a
post acceleration voltage U,,,.~50 kKV. The spatial detector
resolution is assumed to be 0x=0.1 mm and the temporal
detector resolution 100 nsec. Both values are typical values
for cryogenic particle detectors and are technologically
realizable. For calculations where the mass of the macro-
molecule was fixed, an intermediate value of M=600000
amu was chosen.

The mass separation of the macromolecules is determined
by the combination of the magnetic field strength B and the
pre-acceleration voltage U,,,. A post-acceleration voltage
U,.ss 1s required to accelerate the macromolecules to a
sufficiently high kinetic energy of a few 10 keV, in order to
be detectable by the cryogenic detector array. Increasing
U,.s» Will make detection of the macromolecules by the
cryogenic detector array easier, but, as is apparent from FIG.
12, the macromolecules are then focussed to a smaller region
of the cryogenic detector array, reducing the spatial mass
resolving power accordingly. In FIG. 13 the various mass
ranges for different values of the magnetic field strengths are

shown. For a given magnetic field strength, the mass range
of macromolecules reaching the cryogenic detector array is
finite because of the finite exit window of the mass separator
as shown in FIG. 10. As is apparent from FIG. 13, larger
magnetic fields yield larger mass ranges which can be
detected simultancously by the cryogenic detector array.
However, because those masses are spread out on a length
of 10 cm, the spatial mass separation resolution decreases
for increasing masses, as shown in FIG. 14. Magnetic fields
of 6.5 T can be readily achieved with superconducting coils,
however the relatively large area will be technologically
challenging. A good homogeneity of the magnetic field is
required, small inhomogenecities can be corrected for by
considering the two important calibration curves of this
preferred embodiment of the invention: the position calibra-
tion curve M, ___[(X) and the time calibration curve M,___(t).
In order to obtain a good mass resolution, a short and long
time stability of the magnetic field will be important.

Another critical factor for achieving a good mass resolu-
tion with this high throughput mass spectrometer is the
quality of the ionized macromolecular beam entering the
mass separator (reference number 65 1n FIG. 10). This beam
will have to be highly collimated and should be manoener-
getic. It is to be expected that this high beam quality would
be achieved more easily for higher pre-acceleration voltages
U, The three operating parameters magnetic field B. U,
and U, cannot, however, be chosen independently for a
given mass range. In FIG. 15 the required magnetic field
strength B to detect the mass range between 400000 and
300000 amu at the position of the cryogenic detector array
is given as a function of U,,.. and in FIG. 16 the corre-
sponding post-acceleration value U, ., is given as a function
of U, for the same mass range. If, for instance, one selects
a pre-acceleration voltage of 400 V, then the magnetic field
would have to be set to a value of 8 Tesla (FIG. 15) and U,
to a value of 100 kV (FIG. 16). in order to detect the mass
range between 400000 and 800000 amu at the position of the
cryogenic detector array. An advantage of this preferred
embodiment of the invention is that within a fixed geometry.

a mass range of macromolecules can be scanned for masses
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ranging from virtually zero to a mass limited only by the
highest permissable magnetic field. In addition, the pre- and
post-acceleration voltages can be chosen such to optimize
the overall performance.

The mass of the macromolecules can be directly deter-
mined from the spatial mass resolving power of the cryo-
genic detector array (see FIG. 14). In this particular numeri-
cal model, the spatial mass resolving power of the cryogenic
detector array is (0.2 um/amu (see FIG. 14). If one wants to
realize a mass resolution of, say, 100 amu (which would
required if one were to measure the mass of large DNA-
fragments for DNA-sequencing, where the base mass is
approximately 300 amu, see below) one would need a spatial
resolution of the cryogenic detector array of 25 pm. This
would require about 4000 individual detectors for a cryo-
genic detector array of 10 cm length in the embodiment
shown in FIG. 7. When using the embodiment of a cryogenic
detector array as shown in FIG. 8 or FIG. 9, one could obtain
a spatial resolution 0x=0.1 mm with phonon sensors spaced
1 mm apart. Then only 100 phonon sensors would be
required to span the 10 cm. A monte-Carlo calculation was
performed to investigate the mass resolution properties of
the various embodiments of this invention. The “true” values
X o Of 2000 macromolecules with a mass of M,=600000

D
amu were randomized by a gaussian distribution with a

FWHM (full width at half maximum) of 6x=0.1 mm, simu-
lating the cryogenic detector array output x__.. In FIG. 17 the
spatial x-position signal distribution of the cryogenic detec-
tor array output X__.is shown. With the calculated machine’s
calibration curve M, _,[(X), obtained by calculating the
trajectories of the corresponding macromolecules, a mass
M, was determined. In FIG. 18 the corresponding distribu-
tion of the mass error M;,—M,, is shown. The FWHM of this
mass error distribution is about 500 amu and would be
insufficient for DNA-sequencing. However, this mass reso-
lution can be improved by using a time-of-flight strategy and
the embodiment of a pulsed emission mode of this high-
throughput mass spectrometer. This will be the scope of the
following section.

In a time-of-flight mass spectrometer, one measures the
time difference between the time of emission t__ . of a
particle and its time of impact €, at a given detector. As the
typical time-of-flight of a macromolecule in our numerical
model is 5 msec, one could emit a pulse of macromolecules
every T,=10 msec with a pulse length of, say, T,=100 nsec.
This would yield a duty cycle T,/(T,+T,) of 10~>, and
accordingly a low throughput of the device. The idea of this
particular embodiment of operating mode is to perform
many time-of-flight measurements in parallel by profiting
form the spatial separation of the trajectories in the magnetic
field. The pulsed emission is shown in FIG. 10. The stop
signal t.,, is measured by the cryogenic detector array, but
the starting time t_, . of the corresponding event remains to
be determined. This is done by using the spatial separation
of the trajectories as follows: As is shown in FIG. 19, the
macromolecules are emitted in pulses with a pulse length T,
and a non-emission pause T,. Such an emission pulse can be
achieved by a corresponding laser pulses in the MALDI
scheme, or with switching the electro-optics in the pre-
accelaration phase. With the knowledge of the two calibra-
tion curves of the proposed embodiment—the position cali-
bration curve M,__,(X) and the time calibration curve M,___,
(t)—the mass of macromolecule can be reconstructed in the

following way. The starting point are the two output signals
of the cryogenic detector array:

xaw':xﬂap_i'ax
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where X, is the true position of absorption and t_,, the true
time of impact at the cryogenic detector array, and gx and ot
are deviations from the true values owing to the spatial and
time resolution of the cryogenic detector array, respectively.
From the value x_,, one determines a first guess M, of the
mass by using the position calibration curve:

M 1 =Mx—¢al (‘xﬂlﬂ)

Entering this value M, into the inverse M, __,* of the time
calibration curve one obtains a first guess t, of the emission
time:

I :taur_Mr—-caI_l (M 1)

Now, knowing that the macromolecule must have been
emitted during one of the emission pulses, one can identify
the corresponding cycle number N in which the macromol-
ecule was emitted (see FIG. 19).

5

N=1+_—_——T1+Tz

and obtain a better second guess t, of the emission time by
identifying t_, ., with the leading edge of the emission pulse:

1

L=(N-1XT1+T5) +—-2—

The value of t, is, of course, only known to a precision
corresponding to the pulse length T,. Using again the time
calibration curve, one finally arrives at the TOF value M., of
the mass:

Mo=M,_cof(toi )

In this TOF operating mode, the precision of the value M,
of the macromolecule is determined by the length T, of the
emission pulse and the time resolution 8t of the cryogenic
detector array. In this pulsed operating mode, the spatial
resolution Ox of the cryogenic detector array is only required
for reconstructing the cycle number N and does not enter the
mass resolution directly. In FIG. 20 the Monte Carlo distri-
bution of the detector time-of-arrival signal t,,,, is shown for
pulse width of T, of 0.5 psec and a time resolution 6t of the
cryogenic detector array of 100 nsec.

In FIG. 21, the distribution of the TOF reconstructed mass
is shown, which was obtained as follows: in the Monte Carlo
calculation, each event was characterized by its correspond-
ing value x,,, (FIG. 17) and t,,,, (FIG. 20). Using the mass
reconstruction described above, the mass value M, was
determined by entering those two variables into the corre-
sponding calibration curves. The distribution of the mass
determination error M,~M, has a central peak with a
FWHM of 100 amu corresponding to correctly identified
cycle numbers N and two side peaks with the same FWHM
corresponding to falsely identified neighbouring emission
cycles owing to a “leakage” of values of t; into those
emission cycles (see FIG. 19). The reason for this “leakage”
is the limited spatial resolution ox of the cryogenic detector
array and the correspondingly small value T, of the pause in
the pulse sequence. Increasing T, for a given value of 0x
reduces the number of erraneously constructed events.
However, the duty cycle will then be reduced accordingly. In
FIG. 22, the calculated mass reconstruction efficiency is
shown as a function of duty cycle for two values of spatial
resolution Ox, where the mass reconstruction efficiency is
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defined to be the ratio of correctly to uncorrectly recon-
structed events.

‘The mass resolution of the directly measured mass value
M, can be improved by increasing the spatial resolution of
the cryogenic detector array (1.e. by making the correspond-
ing value of o smaller), as is shown in FIG. 23. The
corresponding mass resolution of the TOF deduced mass
distribution M, can be improved by reducing the emission
pulse length T, as shown in FIG. 24. However, in the latter
case the mass resolution will be more likely be determined
by the finite time resolution of the cryogenic detector array.
The calculated mass resolutions above were obtained under
the assumption that the ionized, pre-accelerated beam of
macromolecules enters the mass seperator perfectly
collimated, with all macromolecules having the same kinetic
energy of 200 eV. This, of course, will not be true in a real
device, and it will be one of the main technological chal-
lenges in constructing this preferred embodiment of the
invention to fulfill those ideal initial beam conditions as
much as possible.

A particular use of this preferred embodiment of the
invention is for high throughput DNA-sequencing. The goal
of DNA-sequencing is to determine the sequence of the four
bases making up the DNA alphabet, A (adenine), G
(guanine), T (thymine) and C (cytosine). In the molecular
biology laboratory, aliquots containing DNA-sequence lad-
ders are prepared according to either the Sanger or the
Maxam-Gilbert. Taking the Sanger strategy as example, four
aliquots of the same part of the DNA are produced which can
be labeled by the four bases A, G, T and C, each aliquot
containing information on the corresponding base position
in the specific part of DNA in question. Conventionally, the
macromolecules are sorted according to their length for each
of the four aliquots by using the techmique of gel-
electrophoresis. There, the macromolecules migrate in a gel
which is placed in an electric field. For a given duration, the
shorter fragments migrate farther than the longer fragments,
leading to a separation of the macromolecules accordingly.
The major disadvantage of gel-electrophoresis is the long
time (of the order of hours) required for the macromolecules
to migrate through the gel. Typically a good equipped
laboratory can sequence of the order of 10000 bases per day.

An intrinsically much faster method is to separate the
DNA-fragments according to their masses by using mass
spectrometry. As has been shown above, in the preferred
embodiment of this invention, large DNA-fragments of
mass 600000 amu can be analyzed with a mass resolution of
the order of 100 amu. In the following, the rate of analyzing
the aliguots of the equivalent of the human genome con-
sisting of 3-10° bases is estimated for this preferred embodi-
ment. Because of the single particle counting property of the
cryogenic detector array, pile-up has to be prevented. One
has, hence, to assure that only a small number of macro-
molecules will reach the detector array at any given time.
Then the single particle counting property of the cryogenic
particle detector will allow a one-to-one identification of
each set of detector values (X,,,,,t,,,) 10 a unique emission
cycle of the pulsed emission. Although heavier molecules
from an earlier emission event will arrive the cryogenic
detector array later than a lighter molecule from a later
emission event, they will never reach the same position of
the detector, because each trajectory is unique for each
mass/charge ratio. It is one advantage of this preferred
embodiment that multiple charged macromolecules can be
distinguished by their different response to the operating
paramneters. If one places the DNA-fragment aliquots o be
analyzed on a chip as illustrated in FIG. 25, the emission of
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each aliquot can be synchronized to the emission pulse of the
mass spectrometer. Each mass value measured by the cryo-

genic detector array can then be correlated to a specific
aliquot on the chip. We again take the mass range of the
spectrometer to be between 400000 amu and 800000 amu
and assume the mass resolution to be sufficient to separate
bases, i.e. Am<300 amu. Because of the finite resolution of
the system, we assume that 100 events are required per
macromolecule to unambiguously identify its mass. Within
this given mass range, a sequencing ladder consisting of
1300 bases can be reconstructed for the four aliquots
denoted by A, GG, T and C in FIG. 25. In order to reconstruct
successfully the mass from the detector values (Xt /)
and to correlate the macromolecule to the aliquot on the chip
it originated from, only one macromolecule should hit in
average the detector at a given position and time for no
pile-up to occur. A given aliquot would therefore have to be
analyzed a 100 times. If the emission pulse period is chosen
to be 100 psec, then one can reconstruct the sequence of the
1300 bases of the given DNA-strand in 100x4x100 psec=40
msec. The next four aliquots would correspond to macro-
molecule populations shifted by 1300 bases. Again it would
take 40 msec for those 1300 bases to be sequenced. In one
second the machine would therefore be capabie to recon-
struct 3.25-10% bases, or, in other words, the equivalent
number of bases of the entire human genome consisting of
3-10° bases could be sequenced in 9.2-10* seconds, i.e. in 25
hours. If one were to sequence the human genome with one
single gel-electrophoresis apparatus capable of sequencing
10000 bases a day, it would take 800 years in comparison.
However, the separation of the sequence ladder is only one
of the steps required in DNA-sequencing. The biochemical
production of the sequence ladder is elaborate and will
require much more than a few hours for the entire human
genome. Nevertheless, sample arrays can be prepared and
stored as indicated in FIG. 25 by different laboratories in
parallel and analyzed by the preferred embodiment of this
invention in a very short time.

The entire amount of DNA required is also small: a
sample array as shown in FIG. 25 would have to consist of
3-10°/1300=2.3-10° aliquots, which can be put in the form of
an array of 1500x1500 aliquots. In our example, the four
aliquots designated by A,G,T and C together contain the
complete ladder of 1300 macromolecuies with an average
mass of 600000 amu. The total mass of macromolecules
hitting the cryogenic detector array per emission cycle (i.e.
per aliquot) is therefore (1300/4)x600000 amu. Because one
has to analyze the same aliquot a 100 times to get a good
estirnate for the mass this value has to be multiplied by 100.
In addition, because the overall volatilizing and ionizing
efficiency is probably not better than 10~*, the amount would
have again to be multiplied by a factor of 10*. Per aliquot we
therefore obtain (1 amu=1.66-10"** g):

amount of DNA per aliquot =

1@-100-%-6000003:]111:0.32*10-%

Multiplying by the number of aliquots on the sample array

(2.3-10°) one gets for the total amount of DNA required on
the sample array:

total amount of DNA on sample array=2.3-10°x0.32-10~°
g=0.74107 ¢
Now let us estimate the size of the sample array: As each

aliquot consists basically of a solvent with the DNA dis-
solved to a factor of 107, the mass of a aliquot would be
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3.2:107° g. If, for simplicity, we assume the density to be the
density of water, this mass would correspond to a volume of
3.2:107° cm?, or, alternatively to a aliquot radius of 91 um.
The aliquots could therefore be spaced at a distance of 0.2
mm each. The overall size of the sample array would hence

be:

sample array s1ze=(1500-0.2 mm)x(1500-0.2 mm)=30 ¢cmx30 c¢cm

The total amount of DNA accumulated on the cryogenic
detector array during the sequencing of the entire humane
genome as described above would be 7.4-107'° g, which
corresponds to a film thickness of 7.4 nm for a cryogenic
detector array of 10 cm length and a molecular beam height
of 1 mm. A polymer film of this thickness will hardly alter
the phonon sensitivity of the cryogenic detector.

In the calculations presented above, DNA-sequencing
was as an application of the preferred embodiment of the
invention. It goes without saying that the description above
also apply for proteins, peptides, polymers or any other
macromolecule.

While the forms of the invention herein constitute pres-
ently preferred embodiments, many others are possible. It is
not intended herein to mention all of the possible equivalent
forms or ramifications of the invention. It is understood that
the terms used herein are merely descriptive rather than
limiting and that various changes may be made without
departing from the spirit or scope of the invention.
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23. The calculations of the potential field lines and trajec-

tories are based on the POISSON group of codes devel-
oped by R. Holsinger and K. Halbach of the Los Alamos
National Laboratory.

What is claimed is:

1. A mass spectrometer comprising:

means for volatilizing and charging macromolecules out
of a condensed solution;

an evacuated receptacle in which said macromolecules are
volatilized and charged by said means;

electro-optical means placed in said receptacle for accel-
erating said charged macromolecules;

a high voltage power supply and electrical connected to
said electro-optical means;

an evacuated receptacle of sufficient length for separating
said accelerated macromolecules by their different
velocities;

a phonon sensitive cryogenic particle detector consisting
of an absorber and one or more phonon sensors for
detecting the time of impact of said accelerated mac-
romolecules; whereby said macromolecules excite
phonons in said absorber and whereby said phonon
sensors convert said phonons into an electronic signal;

a mechanical shutter consisting of a rotating disk for
preventing low mass molecules from hitting said cryo-
genic particle detector;

a preamplifier system for converting the detector signal of

said cryogenic particle detector into a low impedance
signal for further data processing;

a cryostat with a cold finger to which said cryogenic
detector is thermally connected.
2. A mass spectrometer comprising:

means for volatilizing and charging macromolecules out
of a condensed solution;

a first evacuated receptacle in which said macromolecules
are volatilized and charged by said means;

electro-optical means placed in said first receptacle for
pre-accelerating said charged macro-molecules;

a first high voltage power supply and electrical connected
to said electro-optical means;

a magnet for generating a magnetic field of constant
strength and high homogeneity over a predetermined
space;

a current power supply and electrical connected to said
magnet for generating said magnetic field;

a second evacuated receptacle connected to said first
receptacle via a teed through and placed inside said
magnet, but electrically insulated from said magnet, in
which said charged macromolecules move on trajecto-
ries determined by their mass-to-charge ratio;

a third evacuated receptacle with a feed through to said
second evacuated receptacle in which said charged
macromolecules are accelerated after having been
separated in said magnet by their mass-to-charge ratios;

a second high voltage power supply and electrical con-
nected to said three receptacles for accelerating said
charged macromolecules;

a phonon sensitive cryogenic detector array consisting of
a cryogenic particle detector with one or more absorb-
ers and one or more arrays of phonon sensors for
detecting the time of impact and the position of impact
of said accelerated macromolecules; whereby said
macromolecules excite phonons in said absorber and
whereby said phonon sensors convert said phonons into
an electronic signal;
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a preamplifier system for converting the detector signal of
said cryogenic detector array into a low impedance
signal for further data processing;

a cryostat with a cold finger to which said cryogenic
detector array is thermally connected;

a magnetic shield to protect said cryogenic detector array
from the stray magnetic fields of said magnet.
3. A mass spectrometer comprising:

means for volatilizing and charging macromolecules out
of a condensed solution;

an evacuated receptacle in which said macromolecules are
volatilized and charged by said means;

electro-optical means placed in said receptacle for accel-
erating said charged macromolecules;

a high voltage power supply and electrical connected to
said electro-optical means;
an evacuated receptacle of sufficient length placed in one

or more quadrupole mass filters for selecting specified
masses of said macromolecules;

a phonon sensitive cryogenic particle detector consisting
of an absorber and one or more phonon sensors for
detecting the time of impact of said accelerated mac-
romolecules; whereby said macromolecules excite
phonons in said absorber and whereby said phonon
sensors convert said phonons into an electronic signal;

a preamplifier system for converting the detector signal of

said cryogenic particle detector into a low impedance
signal for further data processing;

a cryostat with a cold finger to which said cryogenic

detector array is thermally connected.

4. A mass spectrometer according to claims 1 through 3,
wherein said absober and said phonon sensor of said cryo-
genic particle detector are identical and wherein said excited
phonons are directly converted into an electronic signal.

S. A mass spectrometer according to claims 1 through 3,
wherein said absorber of the cryogenic particle detector is
single crystal silicon.

6. A mass spectrometer according to claims 1 through 3,
wherein said absorber is single crystal sapphire.

7. A mass spectrometer according to claims 1 through 3,
wherein said absorber is single crystal germanium.

8. A mass spectrometer according to claims 1-3, wherein
said phonon sensors are superconducting tunneling junc-
tions operated in the Giaever-mode; whereby said excited
phonons break Cooper pairs in the superconducting films of
said superconducting tunneling junctions and produce
excess quasiparticles; whereby said excess quasiparticles
tunnel through a insulating barrier of said superconducting
tunneling junctions and produce and excess quasiparticle
current which constitutes said electronic signal; whereby a
magnet field is applied parallel to the superconducting
tunneling junctions by a magnet in order to suppress the DC
Josephson current.

9. A mass spectrometer according to claim 8, wherein said
superconducting tunneling junctions are deposited on top of
large area superconducting films with a superconducting
energy gap larger than the corresponding superconducting
energy gap of said superconducting tunneling junctions;
whereby said excess phonons first travel info said large area
superconducting films where they break Cooper pairs and
produce said excess quasiparticles which are trapped in said
superconducting tunneling junctions.

10. A mass spectrometer according to claim 8, wherein

said superconducting structures are of niobium or an alloy of
niobium.
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11. A mass spectrometer according to claim 8, wherein
said superconducting structures are of tantalum or an alloy
of tantalum.

12. A mass spectrometer according to claim 8, wherein
said superconducting structures are of tin or an alloy of tin.

13. A mass spectrometer according to claim 8, wherein
said superconducting structures are of indium or an alloy of
indium.

14. A mass spectrometer according to claim 8, wherein

said superconducting structures are of lead or an alloy of
lead.

15. A mass spectrometer according to claims 1-3, wherein
said phonon sensors are superconducting transition edge
thermometers; whereby said superconducting transition
edge thermometers are operated at temperatures close to
their phase transition temperature and biased electrically
with a current slightly below their critical current; whereby
said superconducting transition edge thermoineters are
heated due to said excess phonons; whereby said heating
produces a temperature rise; whereby said temperature rise
produces a superconducting to normal phase fransition;
whereby said phase transition produces a voltage signal
which constitutes said electronic signal.

16. A mass spectrometer according to claim 1S, wherein

said superconducting structures are of aluminum or an allioy
of aluminum.

17. A mass spectrometer according to claim 15, wherein
said superconducting transition edge thermometer consist of
iridium/gold layers.

18. A mass spectrometer according to claims 1-3, wherein
said phonon sensors are superconducting kinetic inductance
thermometers; whereby said superconducting kinetic induc-
tance thermometers are operated at temperatures close to
their phase transition temperature and biased electrically
with a current slightly below their critical current; whereby
said superconducting kinetic inductance thermometers are
heated up due to said excess phonons; whereby said heating
produces a temperature rise; whereby said temperature rise
produces a change in the London penetration depth;
whereby said change in the London penetration depth pro-
duces a change in the inductance of the electronic circuitry;

whereby said change in inductance produces a voltage signal
which constitutes said electronic signal.

19. Amass spectrometer according to claims 1-3, wherein
said phonon sensors are superconducting superheated gran-
ules; whereby said superconducting superheated granules
are operated at temperatures close to their phase transition
temperature; whereby the superconducting superheated
granules are placed in an external magnetic field with a value
slightly less than the critical magnetic field of said super-
conducting superheated granules; whereby said supercon-
ducting superheated granules are heated up due to said
excess phonons; whereby said heating produces a tempera-
ture rise; whereby said temperature rise produces a super-
conducting to normal phase transition; whereby said phase
transition produces a magnetic flux change owing to the
penetration of magnetic field lines in the normal conducting
granule; whereby said magnetic flux change produces a
voltage signal 1n a pick up loop which constitutes said
electronic signal.

20. A mass spectrometer according to claim 19, wherein
said superconducting superheated granules act as said
absorbers and said phonon sensors.

21. A mass spectrometer according to claim 19, wherein
said superconducting superheated granules consist of small
grains in a dielectric suspension.

22. A mass spectrometer according to claim 19, wherein

said superconducting superheated granules consist of two
dimensional structures deposited onto a substrate.
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23. Amass spectrometer according to claims 1--3, wherein
said phonon sensors consist of semiconducting thermistors;
whereby said semiconducting thermistors are biased by an
electrical current; whereby said excess phonons heat the
absorber; whereby said heating up leads to a temperature
rise; whereby said temperature rise leads to a change in
resistance of the semiconducting thermistor; whereby said
temperature rise produces a voltage signal which constitutes
said electronic signal.

24. A mass spectrometer according to claims 1-3, wherein
said pre-amplifier is integrated onto a substrate of said
cryogenic particle detector.

25. A mass spectrometer according to claim 24, wherein
said integrated pre-amplifier consists of superconducting
structures.

26. Amass spectrometer according to claims 1-3, wherein
said means for volatilizing and charging macromolecules
out of a condensed solution is based on the Matrix-Assisted
Laser Desorption/Ionization (MALDI) technique.

27. Amass spectrometer according to claims 1-3, wherein
said means for volatilizing and charging macromolecules
out of a condensed solution is based on the Electron Spray
Ionization (ESI) technique.

28. A mass spectrometer according to claims 1-3, wherein
said means for volatilizing and charging macromolecules
out of a condensed solution is based on the Fast Atom
Bombardment (FAB) technique.

29. Amass spectrometer according to claims 1-3, wherein
sald means for volatilizing and charging macromolecules
out of a condensed solution is based on the Plasma Desorp-
tion (PD) technique.

30. A mass spectrometer according to claims 1-3, wherein
said means for volatilizing and charging macromolecules
out of a condensed solution is based on the Surface-
Enhanced Neat Desorption (SEND) technique.

31. Amass spectrometer according to claims 1-3, wherein
said means for volatilizing and charging macromolecules
out of a condensed solution is based on volatilizing said
macromolecules by thermal heating of a substrate on which
said macromolecules are deposited; whereby said volatile
macromolecules are charged by separate means.

32. A mass spectrometer according to claim 31, wherein
sald means for volatilizing the macromolecules by thermal
heating is produced by high frequency phonon emission
techniques.
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33. A mass spectrometer according to claim 31, wherein
said means for charging said volatile macromolecule is by
photo ionization.

34. A mass spectrometer according to claim 31, wherein
said means for charging said volatile macromolecule is by
X-ray ionization.

35. A mass spectrometer according to claims 1-3, wherein
the macromolecule has aliquots on a two dimensional
sample array.

36. A mass spectrometer according to claims 1-3, wherein
said mass spectrometer determines the mass of DNA-

fragments for DNA-sequencing.

J7. A mass spectrometer according to claims 1-3, wherein
said mass spectrometer determines the mass of proteins or
protein-fragments for protein-sequencing.

38. A mass spectrometer according to claims 1-3, wherein
said mass spectrometer determines the mass of proteins or
protein-fragments for protein-identification.

39. Amass spectrometer according to claims 1-3, wherein
said mass spectrometer determines the mass of polymers or
polymers-fragments for polymer identification.

40. A mass spectrometer according to claim 2, wherein
said magnet is a superconducting magnet. -

41. A mass spectrometer according to claim 2, whereby
said mass spectrometer is operated in a pulsed operation
mode; whereby said position of impact yields a first guess of
the mass of said macromolecule; whereby said first guess of
the mass together with said time of impact yields the time of
emission of said macromolecule; whereby said first guess of
time of emission and said time of impact yields a second,
more precise, determination of the mass of said macromol-
ecules by calculating the time difference of said time of
impact and said time of emission.

42. A mass spectrometer consisting of a magnet, a mass
separation receptacle in the magnetic field, a feed through
and a detector system wherein the detector system consists
of a phonon sensitive cryogenic detector system, the mass

separation receptacle and the feed through are on a potential
Ul, which is different from the potential U2 of the detector
system and, the region between the feed through and the
detector system is shielded from the magnetic field of the
magnet by a magnetic shield.
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